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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS. 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 
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earned patent term adjustment See 37 CFR 1.704(b). 
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DETAILED ACTION 



Inventorship 

In view of the papers filed 1/20/2006, the inventorship in this nonprovisional 
application has been changed by the deletion of Bernd MQhIenweg. 

The application will be forwarded to the Office of Initial Patent Examination 
(OIPE) for issuance of a corrected filing receipt, and correction of Office records to 
reflect the inventorship as corrected. 

Election/Restrictions 

Applicants' election of Group VIII, claims 39-61, in the reply filed on 12/5/05 is 
acknowledged. Applicants did not indicate whether or not the election was with or 
without traverse; however, because applicant did not distinctly and specifically point out 
the supposed errors in the restriction requirement, the election has been treated as an 
election without traverse (MPEP § 818.03(a)). 

Claims 1-38 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b) as being drawn to a nonelected invention, there being no allowable generic or 
linking claim. 

Claims 39-61 are under consideration. 

Drawings 

The drawings are objected to because each drawing is labeled "Figur" instead of 
"Figure". The specification uses the correct temri "Figure". Corrected drawing sheets in 
compliance with 37 CFR 1 .121(d) are required in reply to the Office action to avoid 
abandonment of the application. Any amended replacement drawing sheet should 
include all of the figures appearing on the immediate prior version of the sheet, even if 
only one figure Is being amended. The figure or figure number of an amended drawing 
should not be labeled as "amended." If a drawing figure is to be canceled, the 
appropriate figure must be removed from the replacement sheet, and where necessary, 
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the remaining figures must be renumbered and appropriate clianges made to tlie brief 
description of the several views of the drawings for consistency. Additional replacement 
sheets may be necessary to show the renumbering of the remaining figures. Each 
drawing sheet submitted after the filing date of an application must be labeled in the top 
margin as either "Replacement Sheet" or "New Sheet" pursuant to 37 CFR 1 .121(d). If 
the changes are not accepted by the examiner, the applicant will be notified and 
informed of any required corrective action in the next Office action. The objection to the 
drawings will not be held in abeyance. 



Specification 

The disclosure is objected to because of the following informalities: 
1) The use of the following trademarks have been noted in this application: 
"MICRO FAST TRACK" (pg 23, line 4); "cDNA-CYCLE" (pg 23, line 5); 
"LIGHTCYCLER" (pg 23, line 26; pg 28, line 19; pg 31, line 27). Any trademarks should 
be capitalized wherever it appears and be accompanied by the generic terminology. 
Although the use of trademarks Is permissible in patent applications, the proprietary 
nature of the marks should be respected and every effort made to prevent their use in 
any manner which might adversely affect their validity as trademarks. 
Appropriate correction is required. 

The specification has not been checked to the extent necessary to determine the 
presence of all possible minor errors. Applicants cooperation requested in correcting 
any errors of which applicant may become aware in the specification, especially any 
other usage of trademarks . 



Claim Rejections • 35 USC § 112, 1^* paragraph, enablement 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact temis as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claims 39-61 rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a method of providing a prognosis for a breast- 
cancer patient comprising measuring the ratio of uPAR del4+5 deletion variant to 
del2+3+4, does not reasonably provide enablement for a (1) a method for the detection 
of tumors associated vt^lth generation of uPAR deletion variants; (2) a method of 
predicting the risk of cancer In a tumor-bearing patient; (3) or a method of providing 
prognosis for a tumor-bearing patient. The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the invention commensurate in scope with these claims. 

The factors considered when determining if the disclosure satisfies the 
enablement requirement and whether any necessary experimentation Is "undue" 
Include, but are not limited to: 1) nature of the invention, 2) state of the prior art, 3) 
relative skill of those in the art, 4) level of predictability in the art, 5) existence of working 
examples, 6) breadth of claims, 7) amount of direction or guidance by the inventor, and 
8) quantity of experimentation needed to make or use the invention. In re Wands, 858 
F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 

The claimed Invention Is directed to methods based on the detection of a 
urokinase-type plasminogen activator receptor (uPAR) deletion variant. The 
specification Identifies two novel uPAR deletion variants (del4 and del4+5); a third was 
known previously in the art (del5). Each deletion variant is the result of alternative 
splicing event that removes exon 4 and/or exon 5 from the mRNA encoding the uPAR 
protein. 

The relevant art teaches, "the impact of uPAR protein on prognosis is more 
complex, and a matter of debate... different results on the prognostic relevance of uPAR 
protein were obtained In tumour tissue extracts using different ELISAs or by 
immunohistochemlstry... these discrepancies may be attributable to the various variants 
of uPAR which are present In tumor tissue" (see pg 2766 of Kotzsch et al, 2005. 
European Journal of Cancer. 41: 2760-2768.). These variants include cleaved forms 
and splice variants. Kotzsch further cautions, "it can be questioned whether a single 
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gene has so much impact on disease progression that it can discriminate certain groups 
in a heterogenous disease such as breast cancer... much effort has been directed lately 
in defining breast cancer patients with a poor or good prognosis based on gene 
expression profiles... these studies may be prone to false positives... due to the high 
number of genes considered and should therefore be considered with caution before 
independent validation studies are performed" (pg 2767). This teaching demonstrates 
the unpredictability in the art of prognosis and detection in breast cancer, and confirms 
a need for independent validation studies. 

Applicants have associated a "high del4+5 versus del2+3+4 ratio with a high 
relapse frequency (Fig 21)" (see specification, pg 29, lines 20-21). The sample temied 
"del2+3+4" includes any variant with exon 2, 3, and 4 and therefore includes both wild 
type uPAR (also tanned del-wt) and the variant del5. The high relapse frequency was 
observed in patients afflicted with primary breast cancer. Therefore, Applicants have 
enabled a method of providing a prognosis comprising obtaining a breast cancer 
sample, measuring the ratio of del4+5 cDNA versus del2+3+4 cDNA, wherein patients 
with a high ratio have a high relapse frequency. However, this single working example 
of prognosis does not provide enablement for the wide scope of methods encompassed 
by Applicants' claims. Applicants' claimed methods encompass methods that are not 
enabled for the following reasons: 

(1 ) Applicants' claimed methods are directed to any forni of tumor or cancer. 
Claims 47, 55 and 61 specifically recite the species of breast, ovarian, small cell 
lung and pancreatic cancer; the other claims encompass any fomi of cancer. As 
cited above, the association of uPAR protein levels with tumors is unpredictable 
and debated in the art. Applicants have provided prognosis for a single type of 
cancer based on a single comparison of relative transcript levels. This is not 
sufficient to enable a broad genus of cancers. To enable the use of the claimed 
method for prognostic generalizations for all cancer, one of skill in the art would 
need to correlate other types of cancer with said relative transcript levels. Such 
experimentation would be undue because many other types of cancer would 



Application/Control Number: 10/679,951 Page 6 

Art Unit: 1646 

need to be evaluated and it is unpredictable whether or not similar results would 
be found. 

(2) Applicants' claimed methods encompass diagnosis and prognosis by 
detection of any uPAR deletion variant, including del4, del5, or del4+5, and 
fragments thereof. This includes diagnosis or prognosis wherein a single deletion 
variant is measured (as opposed to the multiple measurements made in the 
working example). However, Applicants have only provided a single working 
example consisting of a single type of analysis wherein a particular ratio (del 4,5 
cDNA versus del 2+3+4 cDNA) is correlated with a particular prognosis for a 
particular cancer (breast). Furthennore, the methods of claims 39-44 encompass, 
for example, a method of detemiining the ratio of uPAR del4 cDNA to wild type 
uPAR cDNA. However, Applicants do not disclose a use for a detection of such a 
ratio. The ratios of del4: del-wt has not been associated with any particular 
cancer, or any other disease or disorder. Furthermore, claims 40, 41 , 51 , 52, 57, 
and 58 specifically recite "uPAR deletion variant or a fragment thereof and/or 
^vild type uPAR or a fragment thereof, and the remaining claims encompass 
said fragments. However, the specification does not teach any fragments of wild 
type UPAR or fragments of UPAR splice variants. 

(3) Claims 50-55 are directed to methods of predicting the risk of cancer in a 
tumor-bearing patient; i.e. determining the risk of a tumor being malignant as 
opposed to benign. Applicants have provided no working examples showing that 
detection of an uPAR deletion variant can discriminate between benign and 
malignant tumors. 

It is acknowledged that the level of skill of those in the art is high, but it is not 
disclosed and not predictable from the limited teachings of the prior art and specification 
whether the claimed methods of the present invention could be used to diagnose or 
prognose cancer, other than with the single working example provided in the 
specification. The specification fails to teach the skilled artisan how to use the full scope 
of the claimed methods without resorting to undue experimentation. The specification 
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has not provided the person of ordinary sl<ill in the art the guidance necessary to be 
able to use the claimed methods for the above stated purpose. 

Due to the large quantity of experimentation necessary to detemiine if claimed 
methods of the present invention could be used to diagnose or prognose any type of 
cancer (other than with the single working example provided in the specification) with 
measurement of any single or multiple measurements of any uPAR deletion variant, the 
lack of direction/guidance presented in the specification regarding same, lack of working 
examples and the teachings of the prior art and the complex nature of the invention, 
undue experimentation would be required of the skilled artisan to use the claimed 
invention. What Applicants have provided is a mere wish or plan and an invitation to 
experiment. 

Claim Rejections - 35 USC § 112, 2"^" paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 39-61 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 39, 50 and 56 are indefinite because the elements recited in the claims 
do not constitute proper Markush groups. Each claim recites the following: "...at least 
one uPAR deletion variant is del4, del5, and/or del4+5..." The claims are indefinite in 
the alternative use of "and/or" because it is not clear what controls which of these 
limitations. See MPEP § 2173.05(h). 

Claim 39 is also indefinite because it Is unclear how analyzing the cDNA of the 
tumor sample leads to the identification required the preamble - "detection of tumors 
associated with the generation of at least one uPAR deletion variant". Clarity could be 
added to the claim by adding at the end a phrase such as, "wherein the presence of at 
least one uPAR deletion variant in said tumor indicates the presence of a tumor 
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associated with tlie generation of at least one uPAR deletion variant." Note that there 
must be basis in the specification for the type of response and the suggestions made by 
the examiner do not necessarily have basis but are intended to present the general idea 
of concepts that may be suitable. 

Claims 43, 54 and 60 are Indefinite because they each contain an abbreviation 
("LC") of the trademark "LIGHTCYCLER". Where a trademark or trade name is used in 
a claim as a limitation to identify or describe a particular material or product, the claim 
does not comply with the requirements of 35 U.S.C. 1 12, second paragraph. See Ex 
parte Simpson, 218 USPQ 1020 (Bd. App. 1982). The claim scope is uncertain since 
the trademark or trade name cannot be used properly to identify any particular material 
or product. A trademark or trade name is used to identify a source of goods, and not the 
goods themselves. Thus, a trademark or trade name does not identify or describe the 
goods associated with the trademark or trade name. In the present case, the trademark 
is used to identify a type of RT-PCR and, accordingly, the identification/description is 
indefinite. 

Regarding claims 44 and 49, the phrase "e.g." (which means "for example") 
renders the claim indefinite because it is unclear whether the limitation(s) following the 
phrase are part of the claimed invention. See MPEP § 2173.05(d). 

Claim 45 is indefinite because it reads, "The method according to claim 39 44 for 
providing a prognosis..." The original claim filed 10/6/03 read, "The method according to 
any one of claims 39 to 44 for providing a prognosis..." The preliminary amendment of 
1 0/6/03 deleted the phrase "any one of claims 39 to" but left the number "44". Therefore, 
it is unclear whether the amended claim depends solely from claim 39; or whether it 
depends from claim 39 or 44; or whether it depends from each of claims 39-44. For 
purposes of prosecution the claim will be considered to depend from any of claims 39- 
44. 

Claim 45 is also indefinite because it recites the goal "for providing a prognosis 
for tumors associated with the generation of at least one uPAR deletion variant", but 
there is no indication of how this goal will be met by the claimed method. What 
prognosis is provided if a uPAR deletion variant is generated? 
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Claim 46 recites the limitation "The method according to claim 45, wherein the 
ratio of wild type uPAR:uPAR deletion variant is greater than 0.043" in lines 1-2. This 
claim is indefinite for several reasons. First, there is insufficient antecedent basis for this 
limitation in the claim. Neither claim 45 nor claim 39 (from which 45 depends) include a 
method step wherein a ratio of uPAR wild type to deletion variant is calculated. Second, 
there is no indication of how a ratio greater than 0.043 relates to the prognosis. What 
prognosis is provided if the ratio is greater than 0.043? 

Claim 49 is indefinite because it is unclear what the goal of the method is. 

Claim 56 is indefinite because it is unclear how a prognosis will be provided for a 
tumor-bearing patient and what that prognosis will be based on the results of the 
detection and correlation in steps (b) and (c). It is unclear how the correlation perfonned 
in step (c) will provide the patient with a prognosis, and what that prognosis will be 
based on the presence or absence of a uPAR deletion variant. 

The remaining claims are rejected for depending from an indefinite claim. 



Claim Rejections • 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
states. 

Claims 39, 44, 45 and 49 are rejected under 35 U.S.C. 102(b) as being clearly 
anticipated by Casey et al, 1994. Blood. 84(4): 1 151-1 156. 

Claims 39 and 44 each encompass a method comprising obtaining cDNA from a 
sample from a human tumor and determining the presence of a del5 (deletion of exon 5) 
uPAR deletion variant. 

Casey teaches generation of HeLa cDNA library (pg 1 152). HeLa cells are 
descended from a human cervical cancer sample, and therefore are encompassed by 
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the recitation of a "sample from a tumor" of claim 39. Casey further teaches detection of 
a uPAR splice variant in which exon 5 is missing (see pg 1 1 52, 2"" paragraph in the 
"Results" section). Therefore, Casey teaches a method that meets all of the lihriitations 
of claims 39 and 44. 

Claim 45 has been interpreted to depend from any of claims 39-44 (see 
Rejections under 35 U.S.C. § 1 12, 2"** paragraph above). Claim 45 limits the preamble 
of these claims but does not provide any additional limitations to the method steps. The 
recitation of "for providing a prognosis..." in the preamble of claim 45 is interpreted as 
an intended use and bears no accorded patentable weight. Therefore, claim 45 Is 
anticipated by Casey for the same reasons as claims 39 and 44. 

Claim 49 limits the preamble of claim 45 but does not provide any additional 
limitations to the method steps. The recitation of "wherein the prognosis..." in the 
preamble of claim 47 is interpreted as an intended use and bears no accorded 
patentable weight. Therefore, claim 47 is anticipated by Casey for the same reasons as 
claim 45. 
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Any inquiry concerning this communication or earlier communications from tlie 
examiner should be directed to Zachary C. Howard whose telephone number is 571- 
272-2877. The examiner can normally be reached on M-F 9:30 AM - 6:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet L. Andres can be reached on 571-272-0867. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status infomnation for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



zch 





BRIDGET 8UNNER 
fWTENT EXAMINER 



